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SUMMARY: The Food and Drug Administration (FDA) is proposing to amend 

its regulations on submission of bioequivalence data to require an abbreviated ^- *^ 
new drug application (ANDA) applicant to submit data from all bioequivalende 

studies (BE studies) that the applicant conducts on a drug product formulation”” 

submitted for approval. In the past, ANDA applicants have submitted BE 

studies demonstrating that a generic product meets bioequivalence criteria for 

FDA to approve the ANDA, but have not typically submitted additional BE ‘” - 

studies conducted on the same drug product formulation, such as studies that 

do not show that the product meets these criteria. FDA is proposing this 

change because we now believe that data from additional BE studies may be 

important in our determination of whether the proposed formulation is 

bioequivalent to the reference listed drug (RLD) and are relevant’to our 

evaluation of ANDAs in general. In addition, such data will increase our 

understanding of how changes in components, composition, and methods of 

manufacture may affect formulation performance. 
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DATES: Submit written or electronic comments by [insert date-90 days after 

date of publication in’th&‘Feaeral Rbgister]. Submit written comments on the 

information collection requirements by [insert date 30 days after date of 

publication in the Federal Register]. 

ADDRESSES: Submit written comments to the Division-of Dockets Management 

(HFA-305), Food and Drug Administration, 5630 Fishers Lane, mm. 1061, 

Rockville, MD 20857. Submit electronic comments to httpA’wvw.fda.gov/ 

dockets/ecomments. The Office of Management and Budget (C&B)‘is still. 

experiencing significant delays in the regular mail, includingfirst class and 

express mail, and messenger deliveries are not being accepted., To ensure that 

comments on the information collection are received, OMB re,cornmends that ‘_ 
written comments be ,faxed to the,, Office of Information’ and Regulatory Affairs, . . Il. ., .” _, , :” ),. Q 

OMB, Attn: Fumie Yokota, Desk Officer for FDA, FAX: 202-3~5-69’74. 

FOR FURTHER INFORMATIO‘N CONTACT: Aida L. Sanc,hez, Center for Drug 

Evaluation and Research (HFD-65:0), Food and Drug Administration, 5600 

Fishers Lane, Rockville, MD 20857, 301-827-5847. ' 

SUPPLEMENTARY INFORMATION: 

I. Background 

Section 505(j)(2)(A)(iv) of the.FederalFood, Drug, ‘and”C%netic ‘Act (the 

act) (21 U.S.C. 355(j)(2)(A)(iv)) requires that ANDA applicants submit, among 

other things, information showing that the applicant’s drug is bioequivalent 

to a drug that has previously been’approved by FDA and designated as an 

RLD. The statutory requirement is reflected in FDA’s regulations in part 314 
” ,_.(,_ .I. 

(21 CFRpart 314) at§ 314.94(a)(7).Part 320 (21 CFR part 320) ats326.24 sets 

forth the types of evidence acceptable to establish bioequivalence. The most 

common BE studies are those performed on solid oral dosage forms of drugs ._- ., 
,. / i  ,.(. ,. , ,,’ j  .., ” _ ,. I. 
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that are absorbed into the systemic circulation. Data from BEG studies provide 

an estimate of the rate and~extent of drug absorption for a test product 

compared to a reference product. These data are examined, using statistical’ 

procedures, to determine whether the test product meets bioequivalence limits. 

A BE study may fail to show that a test product meets bioequivalence 

limits because the test product has significantly higher or lower relative 

bioavailability (i.e., measures of rate and extent of absorption compared to the _ 

reference product). Where the relative bioavailability of a test product is too 

low, the concern is that not enough of the active ingredient is reaching the 

site of action and therefore the product may not be as therapeutically effective 

as the RLD. Where the relative bioavailability of a test product is too high, 

the concern with the product generally is not therapeutic efficacy but rather 

its safety relative to the RLD. In some cases, bioequivalence will not be 

demonstrated because of inadequate numbers of subjects in the study relative 

to the magnitude of intrasubject variability rather than either significantly high 

or low relative bioavailability of the product. 

II. Not All BE Studies Are Currently Being Submitted 

The act and FDA regulations require that an ANDA applicant submit 

information demonstrating bioequivalence of a proposed drug to the RLD, but 

they do not specify the type or quantity of information that must be submitted 

to demonstrate bioequivalence. It has been the $ractice’of ANDA aI$icants 

to submit evidence of bioequivalence consisting of studies demonstrating that 

the rate and extent of absorption of the test product meets bioequivalence 

limits. Thus, ANDA applicants that have conducted.multiple studies on a final 

formulation producing passing and nonpassing.results have generally not _; I, .,, .’ / l.( , i ,. j ., 
submitted the results of the nonpassing study or studies to”FD?K Similarly, 
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ANDA applicants that have conducted multiple studies on a fin~l’formul&on 
(’ 

producing more than one passing result have generally”not submittedthe #* I ‘“. * “’ ’ * 

results of all of the passing studies to FDA. As a result, FDA .only infrequently 

sees data from additional studies and is generally unawareof the existence . v _,.. ^ .I .” . 

of such studies. In rare instances, ANDA applicants have submitted additional 

BE studies or the agency has learned about such studies through other means”. 

As discussed in section III of this document, information from additional BE‘ ’ ‘. 

studies conducted on a product can be important in assessing bioequivaience ‘IS 

for that product. 

III. Need for Submission of All ‘Sittihi& . ’ ’ _ . * 

In recent years, there have been,certain cases where applicants did not 

submit all of the BE studies condu,cted on the final formulation”of an ANDA 

product prior to approval, and FDA discovered postapproval’that the 

submission of such studies could have been important in assessing 

bioequivalence. The agency is not aware of any adverse public health 

consequences associated with products for which studies were not submitted. 

Moreover, the agency is not aware of any information regarding any generic 

product currently on the market that would suggest that the product is not 
“I .,+ . ̂  ,~. 

bioequivalent to a reference listed drug to which it has been deslgnated’as~~ _)‘I 

therapeutically equivalent. However, the agency noti’believes~ihafit is ^-‘” 
,., 

necessary for the purposes of evaluating a drug product submitted’~for approval“. “’ 

under an ANDA to have data obtained from all additio.n,al BE ‘studies . . 
I __/ 1.“~11 

conducted on the final formulation. This view tias supported by ‘FDps”‘““ ’ _ . ‘* ” 
. ;_ ,, / j 

Advisory Committee for Pharmaceutieai’S&nce, which recommended in a 

recent meeting that FDA review all BE studies conducted by the‘applicant on 
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the final formulation (Ref. 1). The agency is proposing’that ‘ANDA appii&k 
submit information from all BE studies for the following reasons: 

1. Data contained in additional passing and nonpassing BE studies can 

be important to FDA’s assessmeut of bioequivalence for a specific product. 

2. Even when additional BE studies are not criti&l to the~~agendy’s ~’ . , _ __ ,( i ._ 

bioequivalence determination for the specific product being reviewed, the data 

provide valuable scientific information that increases the agency’s knowledge 

and understanding of bioequivalence and generic drug development and 

promotes further development of science-based bioequivalence policies. . _.. ‘- 

The agency’s experience with evaluating additional pas&g and ” - .; r 
nonpassing BE studies has shown that information from such studies can be 

important in assessing whether a formulation is bioequivalent to the RLD.‘For 
_. ̂ . 

example, in one recent case, the ANDA applicant conducted an additional BE 

study on the final formulation prior to-submission ofits AND&but did not 

submit the results of the study toEDA. The agency found out.about the results 

of the additional study after approval of the A-NDA. The additional study 

indicated that the bioequivalence of the approved product was questionable. 

Based on the information in. the additional study, the agency reconsidered’ its . 
decision to approve the drug and requested that the firm voluntarily withdraw 

the product from the market. The firm-withdrew the product from the market 
. 

and withdrew its ANDA. Although cases such as this~‘may occur relatively 

infrequently, it is imperative that FDA be aware of the addition&l BE-studies 

and have the information necessary to evaluate their significance. 

When FDA receives an ANDA that contains one or more nonpagsing BE 

studies for the final formulation, the agency will evaluate’the significande of 

both the passing and nonpassing BE studies. As-an initial matter, for each 
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study submitted in summary report form, l?DA Will consider whether it is 

necessary to request a full report from the applicant. Regardless. of ‘the form 

of the report, however, FDA anticipates that a number of factors will be critical 
,I 

in evaluating both the passing and nonpassing BE studies. For.example, FDA 
_ “, ~__ 

may consider: (1) The statistical power of each study, (2) minor differences 
,‘, ,, ,,^ 

in the formulation used in each study, (3) whether the product was 

administered consistent with the RLD’s labeling in every study, and/or (4)’ _ .,. 
various other study design issues. In addition, FDA may inspetit the sites of 

the different studies to determine ‘whether there v&e t&hnical%atis inhow 

the studies were conducted. For example, the reliability of a particular study’s 

results could be undermined by flaws in:’ (l)"& inclusion and’ exclusion __ 

criteria, (2) an investigator’s compliance with standard operating procedures 

and/or the study protocol, (3) its ‘analyti&l’ or assay methodoltigies, (4) the 

storage of samples, (5) how between treatment washout periods were carrikd 

out, and/or (6) various other flatis in h&&the study was cd&lu&ed: The’goal ” 

of FDA’s evaluation will be to determiie”Y(1J The importance and reliab’ility~ ’ * . 

of the data collected in ‘the different studies and (2) hoW the siudies’̂ shoulcl” .” 
_.I,_; f_. _I, ). , 

be weighed in making a bioequivalence determination Ultimately, however, 

the responsibility to demonstrate that the Al\jDA product isbioequivalent to ,‘___ .I.*. 

the RLD rests with the applicant. Therefore, if conflicting BE studies are 

submitted, it will ultimately be the a”$@lidant’s responsibility to aemonstrate 

why the nonpassing study or studies should not undermine‘a determination 

that the ANDA product is bioequivalent to theRLD. ‘̂  ’ 

Even in cases where information from additional BE studies is not critical 

to the agency’s bioequivalence determination for a specific product, the data 

will provide valuable scientific irifermation that intireases our knowledge’aud 
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understanding of bioequivalence and generic drug development issues. Data ” 

from additional BE studies also provide FDA with useful and relevant 
. 

information about drug 
1 ,.* -‘“s i:- *(.. _ . -. 

products’ sut;mi~t~~~~~r.ap’~ro~al, ~in&iding~how minor 

formulation or composition changes, or changes ins study design, affect the 

performance of a formulation. FDA anticipates that further experience with 

data from additional passing and nonpassing BE studies will facilitate a more 

focused and efficient ANDA review process and enhance EDA’? ‘ab$ty to -’ ” 

ensure sound science-based decisions. 
7 

IV. Description of the Prtiposbd‘ Rble 

The proposed rule would amend and clarify current BE study submission 

requirements to specifically require applicants to submit data on all BE studies, 

including studies that do not meet passing bioequivalence criteria; performed 

on a drug product formulation submitted for approval under ‘an ‘AmA or an 

amendment or supplement to an ANDA that contains BE studies. AppI&%s I _ 
_,I. .I _..‘._ , 

would also be required to submit data in an annual report on all postmarketing 
_ - 

BE studies conducted or otherwise obtained on the~a~proveddrug prod& ’ *’ ‘- _/ ‘” 

formulation during the annual reporting period. In addition to the regulatory 

changes and clarifications described in this rulemaking, the agency is’planning 

to issue guidance on this subject to help ensure that all‘affe’tited entities’are .*“’ 

notified of, and understand, the prdposed &anges. 
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A. Proposed Requirements for the Subnksion of I%ki “$$oni Al1 B‘E%i’&es 

Conducted on the Same Drug Product Formulation SubrnittedirorA’~p~~val.in 

ANDAs, Supplements, and Amendme& 
.‘ 

1. Proposed Requirements for Reporting BE Studies in ANDAs Submitted 

Under § 314.94 

Current § 314,94(a)(7)(i) states that an ANDA applicant must submit .’ 

information that shows a drug produ”ct tobebioequivalent to an’RI%. ‘FDA ‘? 

is proposing to amend § 31&94(a)(7)(i) by adding language requiring an ” ’ - 

applicant to submit information from all BE studies, both passing and 

nonpassing, conducted on the same formulation of the drug product submitted 

for approval. The applicant would continue to.be required to submit complete” 

reports of the BE studies upon which-the applicant’relies~forapprovai. For ’ - ’ ’ 

all other BE studies on the same drug product formulation, the applicant would . . 
be required to submit a summary report. FDA plans to issue guidance on the 

format of a summary report. If a summary report is submitted and the agency 

believes that there may be bioequivalence issues or concerns ‘with the product, --.. 

FDA. . 
Section 320.211b)(1) and cb)(2) 121 cr?~~olz-~Ibj(i).a~~.~~~~.~Yresu~~~s‘”.’. _ 

that any person submitting an ANDA include in the application evidence 

demonstrating that the drug submitted for approval is bioequivalent to the IUD 

or information to permit FDA to‘&&% the submission of evidence to (._ .( -: 
demonstrate bioequivalence as provided in’$320.21(fl:;‘~~~i‘s‘~~~~pO~i~g to* ’ 

amend current § 320.21(b)(l) to add language requiring an applicant to submit 

studies, both passing ‘and nonpassing; conducted on the same formulation. 
” 
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proposed in § 314.94(a)(Y)(i) for ANDA submission+. 

2. Proposed Requirements for Reporting’BE’Studies in ANDA Supplements 

Submitted Under 5314.97 (21 CFR 314.9?). ’ ” ’ 

In addition to modifying the information required’in A~DAs~theproposed 

amendment to § 320.21(b)(l) would also modify the information required.to 

be included in certain supplements to’approved ANDAs (&hi& are submitted .” 

under § 314.97). Under § 320,2i(c), any person submitting a suppikment’to an 

ANDA must include the evidence or information required by § 320.21(b) (i.e., 

BE studies or information permitting waiver) for certain types of changes to 
,, . . i,~ j_, I _ . ,” . a.., the drug product or labeliVg; ~~~~ e;ample, ;A dhange‘~~l~~‘man;~~~~~“~~~~. -_ A... ,, _I 

process beyond the varititions provided for in the A~DALwould require’s ,. 

supplement containing BE studies or information permitting waiver of such 
i : ‘. .- ,- ., 

” 
‘ 

studies. FDA is ..& prbposing to amend the iangGage gf “g, ‘3 2G-‘2 1 (c)‘i .Hij;;-i;ver,‘. :. ( i. 

because § 320.21(c) incorporates the i!equirements 
., * 

of § 32O.il(bj by reference, 

the proposed amendment to 5 320.21 (b)(l) would modify the requirements of 

§ 320.21(c). Specifically, for ANDA supplements requiring BE studies under 
. . _‘ 

- 5 320.21(c), applicants would be required to include,the-information required 

by proposed § 32o.Nb31N ” .I ” ,-*~.tis”*~ ,._, ,“,.*4w,,a .,“1 ,.‘,,““.“p.. *,,:.:;:;,.* .% ^d,i._ :.,..i- 
i.e., information~from’all BEstudles, both passing 

, .,1 .,) .” :,. 
and nonpassing, conducted on the same formulation for tihich’the.suppiement 

is being submitted). 

3. Proposed Requirements for ‘Reporting BE Studies in ‘Amendments to ANDAS 

Submitted Under § 314.96 ,, :. _” 
Section 3l4*g6(a)(1) states that ti ANpA applid,t~may amena an-QqDijq‘.,“,, “8’ -, ,’ ‘/ * 

that has been submitted but not yet approved to revise~existinginformation 

or provide additional information. FDA is proposing’to’<mend current . 
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§ 3.i4.96(a)(l) to require that, where BE s&d&s are sk%&ed in an 

amendment, the amendment co,~tai,~~ihfo,~~atipn from all BE studies, ‘both s d,-ir” .” ” _, c 

passing and nonpassing, conducted by the”applicant on the same drug product 

formulation, unless the information has previously been submitted to FDA in 

the applicant’s ANDA. 

, 
4. Proposed Requirements for the Format of the Reports of BEStudies ). ,. . 
Submitted in ANDAs, Supplements, and Amendments 

. 

Under the proposed rule, proposed §$“314.94(a)(7)(i), 329.21(b)(J), and 

314.96(a)(l), as w,ell as § 3ZO,Zl(~)(tihich_incorporates the requirements of 

§ 320.21(b)(l) by reference) would require applicants to submit full reports of 

BE studies upon tihich the applicant ‘relies for approval Gd’Gifhi;r ‘5.31 dr ’ . 
“,* . . ._, . 

__ I .,.. -_ 
summary reports of all other BE, studies,c,ooducted o,n the same drug product 

formulation., If a summary BE study report is submitted and FDA believes that 

there may be a bioequivalence issue or concern with the product, -FDA may 
; ” ., ._ 

require that a complete report be prepared and submitted~to FDA. 

B. Proposed Requirement for the Submission of Data From A11 BE Studies 

Conducted on the Same Drug Product F’ortiulation Submitted for Approval 

Under a Petition Approved Under $314.93 

Section 314.94(a)(7)(ii) States,, in relev,ant part, that if an ANDA is 

submitted under a petition approved under s314.93, the applicant must submit 
‘_. .- ^I.., 

the results of any bioavailability or bioequivalence testing required by the 

agency to show that the active ingredients of the proposed drug pro-duct are 

of the same pharmacological or therapeutic class as those in the RLD and that 

the proposed drug product can be expected to have the same therapeutic effect 

as the RLD. The agency is proposing to interpret § 3i4.94(a)(7)(ii) to require 

the submission of results from all bioavailability and BE studies conducted 
,.,_ . 

x 
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,  

I  on the same formulation. FDA believes that the language in current 

§ 314.94(a)(7)(“) 11 is sufficient to a&mplish this purpose. Therefore, EDA is 

not amending this language, but is clarifying through this-rulemaking-that it 

intends to require applicants that submit ANDAs under. petitions approved 

under 5 314.93 to submit information from all BE studies, passing and 

nonpassing, conducted on the same drug product formulation. Applicants 

would be required to submit complete reports of the bioavailability or’BE 

studies upon which the applicant relies for approval and either a complete 

or summary report for all other studies on the same drug product formulation. 

If a summary report is submitted fo.r an additional study and the agency 

believes that there may be bioequivalence issues or concerns with the product, 

the agency may request that a complete study report be submitted to FDA. 

C. Proposed Requirement for the Submission of Dcitti-Fioti ‘All Postmarketing , % 
BE Studies Conducted~or Otherwise Qbtajnkd by the Applicant on the Satie 

Drug Product Formulation That H&Been,A@Fov&d . ’ -. . ,. 

Under § 314.8I(b)(Z)( VI , an AYDA ‘a$plicant is ‘required to submit, in an ‘) ^. 

annual report, the results of “biopharmaceutic, pharmacokinetic, and clinical 

pharmacology studies * * * conducted by or otherwise obtained by the 

applicant” during the annual reporting period; AXBE studies would fall into 

one or more of the categories of studies (i.e., biopharmaceutic, 

.pharmacokinetic, and clinical pharmacology) required to-be submitted under 

this section. As a result, the agency is proposing to interpret Ks section to 

require ANDA applicants with approved ANDAs to submit postmarketing 

reports of all BE studies, both passing and nonpassing, conducted or obtained 

by the applicant during the annual reporting period on the same drug product 
_x ..*. 

formulation that has been approved.. FDA believes that the language in-c-l;fent ‘* .d ” __ 
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5 314,81(b)(i)( vi is sufficient to accomfilish this purpose. Therefore,‘F*DA’is .’ ‘. ‘) ,, _. 
not amending this language, but is clarifying through this rulemaking that it 

intends to interpret the section to require submission of postmarketing reports 

of all BE studies conducted or othertiise obtained by AT;jDA aI&licants. Under 

this section, applicants may submit either complete or summary reports of the 

BE studies conducted or otherwise obtained ,during the annual reporting ~ 

, 
there may be bioequivalence issues or concerns with the product, the agency ” ” 

_I,, _; i 
may require that a complete study report be prepared and submitted to ‘FDA .“’ ^ 

FDA believes that clarifying its inter@etation of-§ 31&8%(6)[2)(i7i) is ” * ” 

important for ensuring consistency’ in its’WIremarketing and postmarketing-’ 

requirements regarding the submission of BE studies. H,owever, the agency also 

believes that it would be highly unusual for an AIWA’~~$icant ‘to “conduct 

a postmarketing BE study. In particular, the agency believes that an applicant 

would rarely, if ever, conduct a postmarketing BE study other than one 

required for an ANDA supplement. 

D. What Constitutes the “S~anie Drug Product Formulation” for the Purposes 

of Required BE Study Submissiotis 

FDA is proposing to require ANDA applicants to submit information from 

all BE studies, both passing and nonpassing, conducted on the same drug 

product formulation in conjunction with the submission of A&D&, .-i. _I , I 
amendments, and supplements containing BE studies.‘FD?X intends that the 

terminology “same drug product formulation”’ would include formulations that >_;_ 
have minor differences in composition or method of manufacture from the ,. . 
formulation submitted for approval, but are similar ,enough’to be relevant to 

the agency’s determination of bioequivalence. For example, where an applicant “- 
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makes formulation or manufacturing changes of the type that qualify as level 

1 or level 2 changes in‘FDA’s current guidances on scale up and postapproval 

changes (SUPAC) listed below, the agency would consider the original and 

modified products to be similar enough to constitute the same drug product 

formulation for the purposes of the proposed rule. The SUPAC @rid&n&s 

include: 

1. “SUPAC-1R: Immediate-Release Solid, Oral Dosage Forms! Scale-Up and 

Postapproval Changes: Chemistry,‘I&nufacturing and %ontrols, In Vi&“‘. ’ 

Dissolution Testing, and In Vivo Bioequivalence Documentation” (November .b_ “j a, .,. .,__. . I _j.. ,. 
1995); 

f 
2. “SUPAC-1R: Questions and Answers about the SUPAC-II? t3iidance” ’ ’ 

(February 1997); 

’ 

3. “SUPA%-MR: Modified Release Solid Oral Dosage Forms: Scale-Up and 

Postapproval Changes: Chemistry, Manufacturing and Controls; InVitro ‘” - :. ‘̂ , : , “, ‘, , , 
Dissolution Testing and In Vivo Bioequivalence Documentation” (September 

1997); 
,. 1 ._ ,” / . * 

4. “SUPAC-IR/MR: Immediate-Release and Modified Release Solid Oral 

Dosage Forms: Manufacturing Equipment Addendum” (January 19%); 

5. “SUPAC-SS: Nonsterile Semisolid D,osgge Forms: Scale-Up and 

Postapproval Changes: Chemistry, Manufacturing and Controls; In Vitro 

Release Testing and In Vivo Bioequivalence Documentation” (May 1997); and 
., 

6. “SUPAC-SS: Nonsterile Semisolid Dosage’Forms: Manufacturing 

Equipment Addendum” (Draft Guidance, December 1998). 

Persons interested in a full discussion of level 1 and level 2,changes 

should consult the SUPAC guidances listed previously in sectioriIV.D of this 

document. The guidances may be obtained upon %$iest from’the Center for 
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D r u g  E va lua tio n  a n d  Resea rch , O ffi&  ‘o f ‘Tra in ing  a n d  ‘C o m m u n icatio n s ,‘ .’ 

D iv is ion o f D r u g  In fo r m a tio n  (HFD-240) , 5 6 0 0  F ishers  L a n e , Rockvi l le , M D , ” ,’ I 
2 0 8 5 7 , 3 0 1 - 8 2 7 - 4 5 7 3 . T h e  gu idances  a re  a lso  ava i lab le  o n  th e  m te r n e t a t h ttp :/ 

/www.fda.gov/cder /guidance/ index.htm u n d e r  th e  C h e m istry h e a d i n g . 
_ . 

V . Lega l  A u thori ty 
.,.‘:. . 

U n d e r  sectio n  505( j ) (2) (A)( iv)  o f th e  ac t, a n  A N D A  app l i can t m u s t submi t 

“in fo r m a tio n  to  s h o w  th a t th e  n e w ..d r u g  is b ioequ iva len t to  th e  [re fe rence ] 

liste d  d r u g  * * *.” If th is  r e q u i r e m e n t is n o t m e t b e c a u s e  in fo r m a tio n  .^  _  
submi tte d  in  th e  app l i ca tio n ’is insu fficie n t to  s h o w  th a t th e  d r u g  iS  

b ioequ iva len t to  th e  liste d  d r u g  re fe r red  to  in  th e  app l iG X o n , F D A  m a y d e n y  . ” 

app rova l  o f a n  A N D A  (sectio n  505( j ) (4) (F)  o f th e  ac t; §  3 1 4 :127(a) (E i ) ( i ) .a n d ‘lii)). 

F D A  be l ieves  th a t a n  app l i ca tio n  m a y  n o t b e  c o m p l e te  if a  B E  stu d y  th a t is 

c o n d u c te d  by  a n  app l i can t o n  th e  s a m e  d r u g  p roduc t fo rmu la tio n  is n o t 

submi tte d  fo r  rev iew b e c a u s e  th e  a g e n c y  is beZ ig  asked  to  m a k e  a  

b ioequ iva lence  d e te rm ina tio n  b a s e d  o n  a  rev iew o f on ly  pa r t o f th e  ava i lab le  
.‘ .~ ‘“_ ,._ / /, .., .b  . ) .j _ L  

b ioequ iva lence  d a ta . A s d iscussed in  sectio n  III’o f’th is”d o c u m e n t, th e  a g e n ~ y ’s’.‘~ ’ 

exper ience  w ith  a d d i tio n a l  b ioequ iva lence  “d a ta  o n  th e  san ie  d r u g  p roduc t .’ : ,. 
fo rmu la tio n  h a s  s h o w n  th a t such‘d a ta  c a n ‘- b e ~ i m p o r td n t’;.a n d ~ e v e n  & iiicai,‘to  

th e  a g e n c y ’s b ioequ iva lence  d e te rm ina tio n . - ‘- . 
: : 

R e q u i r ing th e  repor tin g  o f al l  B E .stud ies  is tions is te n t;/i;ith  th e  a & s  
j 

,. , ,b , 
r e q u i r e m e n t th a t app l i ca tio n s  m u s t n o t c o n ta in  u n tru e  sta te m e n ts o f m a ter ia l  

fac t (sectio n  505( j ) (4 ) (K)  o f th e  ac t, §  3 1 4 ,127(a ) (13) ) . F D A  be l ieves  th a t fa i lu re  

to  repor t a l l  B E  stud ies  c o n d u c te d  o n  th e  s a m e  fo rmu la tio n  o f ‘C b ii~ jii~ d i.kt .,/ .., ,_ . 

submi tte d  fo r  app rova l  in  a n  A N D &  a m e n d m e n t,‘ b r ~ s u p p l e m e n t m a y ’ 
.,.., ~ , . 

cons titu te  se lec tive  repor tin g  o f a  m a ter ia l  fac t, w h ’m h  ‘c a n  resu l t in  w ith d r a w a l  

o f app rova l  o f a n  app l i ca tio n  u n d e r  §  3 1 4 .250(b ) (6 ) . S e lective repo r tin g  re fers  
,,. j. _ . 
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i to reports that contain certain passing results only. Selective report r@ do.es 
,.._ ..s . . . . . I , _1 /_‘c_I 

not consistently contain nonpassing resuks and does not consistently contain .‘*‘*“’ - * 

a scientific justification for rejecting the nonpassing data (see FDA’s notice 

describing selective reporting of stability tests (60 FR 32982 a< 32.983, June 26, 7'; / 
1995)). 

VI. Implementation 

FDA proposes that any final rule that may issue based on this proposal 

become effective 6 months after its date of publication in the Federal Register. _-, _ 
Proposed §§ 314,94(a)(7)(i), 314.96(a)(l), and 320.2!(b)(l), as well as 5 320.21(c) 

(which references the requirements of § 320.21(b)(l)) and $314.94(a)(i)(ii) (as . .‘ 

interpreted in section 1V.B of this document), would apply only to ANDAs, 
,._ 

amendments, or supplements submitted on or after the effective date of the ~ 

final rule. Thus, applicants who have submitted these applications prior to the 

effective‘date of the final rules would not be required to report additional BE 

studies that were conducted in conjunction with their applications. However, . _ 
where an ANDA has been approved or submitted prior to theeffective date 

of the final rule, and a supplement or amendment to’.the AmA containing~ . ’ ’ ‘. ‘_ - ,,, ; , L ., \‘I\‘:‘,,‘.,, ,“k ;- ) ‘I.I:-..‘l*.i ;,:v_. . . . (_ 

a BE study or studies is submitted on or after the effective date of the final 

rule, the applicant would be required under proposed $$‘Sli’X%(a)(l) and 

320.21(b)(l), as well as § 320.21(c) (which refers to the‘requirements’of 

5 320.21(b)(l), to submit all BE studies, both passing and nonpassing, 

conducted in conjunction with the supplement or amendment. In addition, on 

and after the effective date of the final rule, all applicants with approved 

ANDAs, including ANDAs that have been approved or submitted for approval 

prior to the effective date of the If’-@ rule, would be.required to comply with ._ 

§314.8l(b)(2)( ') vr , as interpreted by FDA in’section 1V.C of this document. ;_ 



However, the agency is proposing to use its discretion in the enfordement ‘of 

§ 314.81(b)(2)( vi such that it would apply only to those additionaiBE studies ‘) 

conducted after the effective date of the final rule. “Thus, ap$icants with ’ “. . .” ,,, 
approved ANDAs ‘would be req&ed to proviae~ information in an’ annual 

:_ I (_ ‘__s 

report on additional passing or nonpassing BE studies conduct&or obtained 

by the applicant on the approved drug product formulation after the e&<&e’ ’ 

date of the final rule. 

VII. Comments on the Proposed Rule *.,. j., 
Interested persons may submit to the Division, of Dockets Ifilanagement ‘(see- .’ ” ’ - 

ADDRESSES) written or electronic comments regarding thisdocument. Submit 

a single copy of electronic comm;ents~orWtwo paper copies of any mailed ’ 

comments, except that individuals may submit”one pager c’oljy. Comments are . 

to be identified with the docket numbers found’in bra&&s in’ the”heading ‘of ” ” . ’ .’ 
this document. ~~~~~~~~ comments may be Seen in th;j’j;<‘--&‘,-f D;&&b ‘̂ A 1 ’ 

Management Branch between 9,a,m, and 4 p.m., Monday through Friday. 

VIII. Environmental Impact 

The agency has determined under 21 CFR 25.30(h) that thisaction is of I_ L.d , in % I, ,.i, ,. i:ev, .(\ i ..Y. 
a type that does not individually or cumulatively have a significant ‘e&3 on ’ I 
the human environment. Therefore, neither an environmental‘assessment nor - ’ 

an ,environmental impact statement is required. 
._ 

Ix, Analysis ofEonomic.ImpacB (II ,_ ‘. -, ‘ .. L 
’ ’ 

FDA has examined the impacts of the proposed rule,under I%&&%‘~ ’ ’ 

4). Executive Order 12866 directs agencies to assess all costs and benefits of 

available regulatory alternatives and, when regulation is necessary, to select “* 
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., , 

_  _  ,_ I”, I, % ,,._. _. r _:_ ;..,;,- I :“* 

regulatory approaches that-maximize net benefits (including potential 
,. ” ,, ,/ .,~ I ,. 

economic, environmental, public health and safety, and other advantages; 

’ distributive impacts; and equity): The Regulatory Flexibility Act requires 

agencies to prepare a Regulatory Flexibility Analysis for each rule unless the ;_ =” A “., ., , . _, /_. ,.... 
agency certifies that the rule will not have a significant ~e$momiti impact on *- 
a substantial number of small entrtiCes: Sect$&i02(a)‘of theUnfunded ‘ .* ^ .‘-. ” ., I ,i _, .a :, I ._ ,.. 

Mandates Reform Act requires that agencies prepare a written assessment of 
) I <. “,., ,. 

anticipated costs and benefits before proposing anyruie”that may result in an‘ “’ ‘- 
-,. > jl 

expenditure by StateJocal, and tribal governments, in’the aggregate, or by the 

private sector, of $100 million in zany one year~‘(adjusG.3 aunually for ‘mf%&oh): ” _ 

The agency believes that this proposed rule is consistent with the 
regulatory philosophy and princihles idenij$+‘~Yn -)f-‘<;;;~ *a&& i ,&&‘. ’ - 

W ith respect to the Regulatory Flexibility Act, the agency does not believe’ that 

the proposed rule is likely to have a significant economic Impact on a 

substantial number of smal! entities. Nevertheless, because our projections are 

uncertain, the analysis presented below also constitutes the agency’s Inftial . 
I/ ,, _ . . . i ,,.. ..x 1, 

Regulatory Flexibility AnaTysis.‘B~~~~~.~~~‘ri;le does not impose mandates 

on State, local, or tribal governments, or the private sector, that will resuh in _ 
an expenditure in any one year of $100 mil’lion or more, FDA is not required _+ > )... *.1 “,. ,; ., ., _I I I_ 
to perform a cost-benefit analysis according tom the Urifunded Mandates Reform 

Act. 

A. Background 

Under current regulations, ANDA applicants arerequired to submit 
: 4 I :,, ,I( i _. 

information demonstrating that a genericproduct‘is bioequivarent’to an RED. 

In the past, firms have submitted only the results ofthose BE’studi& that ^ .’ ‘-’ ’ . , “I,) _, w 1, 
demonstrate that the rate and extent of absorption bf the test product meets 



is * .__ &^i$,,. , . ,. _ I; ,_ ,I&,. , ,.* 

bioequivalence limits. Firms’have not typically submitted the results’ of any -_I’ ~ 

additional BE studies that were conduct-ed .on the same”,produ&t formulation 

submitted for approval. As discussed in se&ion III of this‘documenti the. - I,. 

agency now believes that data and information from additional BE studies, ‘. 

both passing and nonpassing, are important for determining whether the 

proposed formulation is bioequivalent to the RLD. Therefore, FDA is proposing 

to require ANDA applicants to submit all BE studies, passing and nonpassing, 

on a drug product formulation submitted%rS al$jroval under an ANDA, 

amendment or supplement. ^ 
As discussed in section IV.C,pf’this docum.ent, the agency also believes - 

that it is important to clarify that the responsibility to submit all BE studies, - 
j “ 

passing and nonpassing, continuks,after approval under the annual report 

submission requirements. However, the agency believes that it would be highly 
^ - . 

unusual for an ANDA applicant to conduct a postmarketing BE study. ‘In s 1 ., _/. 
particular, the agency believes that an applicant would rarely; if‘ever, conduct 

I, ,_ ., , \. _ ‘, 
a postmarketing BE study other than one.required for an ANDA supplement. 

B. Affected Entities 
,, 

^. .__ 
The proposed rule would affect. establishments that ‘submit ANDAs 

containing BE studies. FDA does not know the precise number of entities,,, ,,. , L , _. _” . 
either large or small, that will submit ANDAs in the future. .hi.the year 2000, 

there were 346 BE studies submitted by 57 applicants ikl9i ANDAS, 

amendments, and supplements. FDA estimates that this proposed rule would 

result in a 10 percent increase in the number of BE studies submitted.,annually~ “ 

or 35 (346 x 0.10) additional studies.“Thisestimate is’based oir‘information , _ 
suggesting that approximately 20 percent of all BE’studies conducted produce , _ ,(” * (, r __ ,,;__ ,, ,^ _, / ,_, \” , L ,- 
results that do not meet bioequivalence’limits’atid that tipproximately lib ’ 
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percent of these studies are conducted on formulations that are not sub”mited - ‘” 
.j 

for approval. 

C. Complihdk Re@rem*entFhiid costs - ’ 

The main cost of co.mplying with this proposed rule would be staff time. 

This analysis assumes a weighted,average wage rate of $40 per hour (Ref. 2). i 
FDA estim,ates it would require approximately 120 hours of staff time to 

prepare and submit each additional complete BE study report, and 

approximately 60 hours of staff time for each additional BE study summary 

report. The agency believes that a complete report woul‘d be”re”quired’ -‘-” L- .“-/l’ 
, =. sz t ,.,% .“. t 

approximately 20 percent of the time, while .a summary would‘suffice ’ I .. _I” ” 

approximately 80 percent of the time. :. 
1,,,,-*11 ).. ,_>~.i ,_ Ia “O,_/,.._ ;_jj; .j ._~ ,( 

Based on a weighted-average calculation using‘the information presented 

above, the submission of each additional BE study is expected to cost $2,886 
, 

([120 x $40 x 0.2) + [60 x $40 x 0:8]). Thus, the- overa,l impact on the industry -” ‘- 

of reporting an additional 35 BE studies per year would be?$lOO$OO ($2,886 

x 35). 

Assuming it is equally likely that each of the 35 additional BE studies ‘-’ . 
1 ̂ ‘ ,> ,. 

would be conductkd by any of the‘57 applicants,‘a binomial distributien &an’ ‘“’ 

be used to predict how many firms would submit additional. studies. Based : 
on this distribution, 19 firms would incur costs of $2,880 ~for i additional’BE -1 I I - 

study, 6 firms would incur costs of‘$$$%O (2.x $2;88O)“for two additional~ _ . . .,_ . ” _ _. I 

studies, and 1 firm would incur costs of $8,640 ‘(3.x $2;880‘)for~3’addXdnal / I s 1 / / I. I ...i :- (I ,_ 
studies (the total number of studies’fn’the tialdulation dG$s not‘equar 35 “’ ” -” ‘- .- 

because of rounding). Thus, the maximum expected annual cost burden’for 

any one firm would be $8,640. More ‘than half(3i of 57, ‘or’54 per&it) of . . I_ 
/. . _.II~ ,,I(_ 
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all firms would be expected to incur no additio~nal annual costs under the 

proposed rule. 
.., 

x_ __I “, 

D, Impact on Smdl Entities 

FDA recognizes that some of the establishments that would be required ‘” . 
to submit additional BE study repbits would 6e .‘small”eGf;~~& Git6”~iGif&d‘ ^. ‘ i / ‘)‘. > ‘~- - I 

resources. As shown in the follotiing +agraphs, the agency estimates that 

the maximum expected cost of the proposed rule for any one small’en2y 
would be between *,58 percent ,a~,d i*9 percent of’ thktotal”‘cost Of.tirel;k&fKi,*+ c*- ,L . ‘( 

, -- _’ 
and submitting an ANDA, and that the maximum exljected burden’for any one ,/ 
of these small, entities would be 0.005 percent of average revenues. Although- ’ ‘~ .; , ,Y -t-r, I.‘.. _’ ;, ‘2 _ ,. 
FDA does not believe it likely that’ the proposed rule “would have a significant ,_ “~.,. ,.“, . . I . 
economic impact on a substantial number of small entities, the agency 

. 
acknowledges the uncertainty of its~estimate~ With r&$&t to tie number of 

additional BE stu~dies that would be submitted, their distribution among ‘large 

and small entities, and the number of small entities affected1 As a result;’ the 

agency has prepared this Initial Regulatory Flexibility Analysis and requests ’ 

detailed public comment regarding-the number of smalf‘en~~ti’es’affected by II _. I _. ,, 
the proposed rule as well as its economic impact. 

FDA also recognizes that requiring submission of all BE study results may ^ ‘ ‘, 
result in a longer total application review-t&e if these additional~~sr~~y’“’ ’ ““’ i ’ . ’ 

results suggest that a generic product is not bioequivalent to’the’~ID. In these . . 
*,el_, *.,.<.“x* <‘ j ,, situations, firms would be r&qiii&d‘tg ~~~~~~(;id”di~io~~~l~~da~~it ~~aemonstrate 

bioequivalence in order to, obtain marketing a$@oval. Marketing approval may ^. .*we .:,.; ,,% 
., I_ *_ ****,l ” 

be denied if evidence from the additional BE studies fails to‘establish / __ . . . . . . * 
bioequivalence. The agency does not knoti how frequently these situations 

might occur. 
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According to standards established by the Small Btisiness’ Administration 
(SBA), a small pha*aceutical preparation manufac{urer (~~~~~c;;;r~,~“~~~~i2)‘~~,, ^,,:ix.,, .i 

_. 
employs fewer than 759. employees (Ref. “2). ‘~n-~~~‘re~~ki;;‘ofAr;Jr)As “I .’ ., . 

,I, . ,. ,,,,, F.““*ir, I*j,l/j.~6^-L.. /u_w_ a x ,~ ,N.” .‘,. submitted during the 3-year period ‘f’flro~‘“f-J’f~ber 1996 to September i+j$ “I_ -’ ‘- ’ “’ ’ -^ ‘” Vi 
* ,_ ,_ ,~_ __.” I..,. ‘ x-~.*^.J,II, . / _,. ^ . . . ._ ,..~.‘, “_ I, “,- ., I. ^ 

found that 32 percent of the applidations‘(322 of i,W) were from small ’ _ 
entities and that 39 percent of AI‘;JDA sponsors (64 of %4) were small ontities. 

1 
Thus, the majority of ANDAs are neither submitted nor sponsored by small 

entities. Assuming these proportions continue to hold, there would be 2;2small _ , _ “., : “.~ ,” .-: . . +. II :I< 
entities (0.39 x 57) submitting ANDAs annually. FDA also assumes that thig 

x 0.32 x 346) per year. I. 
I ., ._ .‘ ._ ,j x_;_/.x ,.,* 

Assuming it equally likely that each’offhe 11 additionalBE studies would^ _ .’ 

be reported by any of the 22 small entities, a bino~mial di&ibution &I& used 1 i 
to predict how many firms would~ submit ,additional studies.‘“Based on-this _ ’ 

distribution, seven small entities wouId~ihcur’costs.-o~ $‘2$‘M “for one additional 
j I. ,.x j -_I ““. _/,) 

BE study, and two firms would incur costs of $5,760”(2 x $2,880) f&i two ’ ” 

additional BE studies.’ Thus, the maximum,expected burden for any one small 

entity would be $5,760. More than half (13 of 22, or $9”per&rt) of all small _1 

entities would be expected to inc-mno additional annual &Gund~er the ” ” 
,” % 

proposed rule. 

The cost of preparing arid’submitting anA~A’is%elieved to bo between 

$300,000 (Ref. 4) and $1 million (Ref. 5). Based on this’informa&n, theA’ * ‘.. ” ‘” -’ ’ ” .” ” 
^x,. , . _ ,. ~~ ,,,‘ 

maximum expected cost burden‘of‘the -@o&GzX~ruIeon UanyOne firm would”” ” - ” 
,. .” _..s be between 0.86 percent and i.s’p~~centdf’~e~totalal cost’of@e$aring’and . 
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entity would be between 0158 percent and 1.9 percent of the‘total cost of 

preparing and submitting an ANDA. 
__. I/ ._ 

L 

A year 2000 survey of 26 public generic drug companies revealed.15 firms ,,I _ -.._, 
with fewer than 750 employees (Ref. 5). These 15 smarl entities had an average I. ^ .- 
of 331 employees and average annual revenues of $ll!!i million. The‘maxinium ” _ . 
expected burden of this proposed rule for any one of these small entities - ,, , .‘ 

dCI A+* “.c-l*.,al l,P, ., a-.,*. ,,)_I _, ./-*L,, ,,.%.h i %.I ~,.,,~“,t~~:ur~‘-..i i ~dII ) i .I 1 therefore would be only d.~dti;~~~~~~t.~~~~~~~~~,revenues. Txrigency belleves . _” 

this cost could be recovered through drug sales after.marketmg ahproval. . . , 
_ . . _/D, - .I, . . .*/. ,a ..-, , 1 . . . _( 

In recognition of the potential eGnomicim$atit~on small entitles, the 
./, .., I ,‘ 

.-., ‘._“/, 
agency has structured the rule to “minimize the reporting burden. For example, 

‘, ” ~. .\s,Ij i,,*,* m;___\- 
the agency believes that summary reports of additional “~l?studies Would -‘” ” ., “_ ,( , . . . I 
suffice 80 percent of the time provided that complete results are available to ,,2 . ” 
FDA upon request. The agency believes that a summary repori “would require ,,)“̂  j. 

, 
only 60 hours of staff time per BE study, or’haIf the time and expense required 

r,. .;. . -I 1 ..,~ ‘.~~ ,“c” / /., 
to prepare and submit a complete r&ort. This provrsron should‘~rove ‘-” . “*j.’ 

“% * 

particularly beneficial for small entities. ’ 

Furthermore, no specific educational or technical skills are required to 1 ~ \>I ‘_ j, . . . ~ “._ 
complete and submit the additional BE study .re$ortsl ‘Trame,d and qualified 

‘” j - ., _ “‘d .” ‘ _^ 
’ I .‘., ,; ,.,_ 

1 ,.., .“_^ / __..cx II 
employees of an establishment who are involved in normal operations ’ ̂ -” ” ‘. .*.. _~.. _., I\ ., 

.” . . , I’m ,,_, > vii / /._^ j generally complete similar’ adtivitiks;;-Xlso,F~~ has revl,ewed re2_‘t-~~&~~-~~ .- 

rules and has not identified any rules that duplicate, overlap, or conflict with .s, . . 
the proposed rule. 

,‘_ 

FDA has evaluated only two regulatory options: (i) Cijnt~~u~~gthe’current 

practice of requiring the submission of only pivotal E%study results, or (i) 

requiring the submission of results from’ ‘all~IlE:‘s~~d~es’conducted by’an ’ 

^ : .: I. .‘, . . ,_, 

. . . ,_” .,.._ _. 



would incur no additional reporting costs, although some firms might ( 

experience significant costs if their product were initially approved and 
/.l _ ._ . .  , _ . ,  , .  

subsequently recalled or had approval withdrawn because the- product is found 
., 1. ., ,./ / ,_’ 

not to be bioequivalent to the RID. The agency believes that the second ‘o$on,’ ’ 

requiring thatresults from all BE studies conducted on the final drug product 

formulation be submitted for approval, is important for assessing 

bioequivalence. The proposed rule would require reporting of all BE studies; ’ 

but would permit summary reports for nonpivotal BE-studies except where 

full reports are specifically requested by the agency. The agency belicves’that 

the proposed rule therefore addresses the perceived regulatory need in-the least 

intrusive and most cost effective way. FDA specifically requests public 
, 

comment regarding any other viable alternatives to this proposed rule. ” . 

E. Benefits of the Proposed Rule 

The proposed rule would generate economic benefits both’for individuals 

and for society as a whole to the extent that the reporting of data’fi;om all 
” “.,_,, 

BE studies would prevent product discontinuation and adverse healtheffects. _- . . . 
Also, the data from additional BE studies could provide valuable scientific 

information, thereby increasing the agency’s understanding of bioequivale‘ke 
.I 

and generic drug development issues, and improving the drug approval 

process. Therefore, this proposed rule would.permit’ FDA%GG.ke.more 

informed BE determinations iri the future. 

X. Paperwork Requirements 
‘” ,’ .,, 

This proposed rule contains information collection requirements that are ,’ . . .‘ 
subject to review by OMB under the Paperwork Reduction Act of 1995 (44 

U.S.C. 3501-3520). A description’of these requirements is given below with ‘- 

an estimate of the annual reportingburden, Iticluded in-this estimate’is the 
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time for reviewing instructions, searching existing data sources, gathering and 

maintaining the data needed, and completing and reviewing each collection ,” ,__ I .._a 
of information. 

, 
. ,~,( ” //X ,_, 

With respect to the following collection of information, FDA’invites “’ ‘- 
.I . ,-, , 

comments on: (1) Whether the proposed collection of information is necessary ,. ,’ , 3s.) :). “. j^i 
for proper performance of FDA’s functions, including whether the information 

,. ,, / 4 ._ _ 1 
will have practical utility; (2) the accuracy of FDA’s estnnate of the. burden , ” I 
of the proposed collection of information; including the validity of the ’ 

methodology and assumptions used; (3) ways to enhance the quahty~‘utihty, 

and clarity of the information to be collected; and (4)‘ways to minimize -the’ 

burden of the collection of information on respondents, including through the 

use of automated collection techniques, when appropriate; -and other forms of 

information technology. i 

Title: Requirements for Submission ‘of in’ Vivo Bioequivalence Data; 

Proposed Rule. 

Description: FDA is proposing to alter the requirements for certain A$&%, 

ANDA amendments, and ANDA supplements submitted under §§ 314.94, ,” 
%“,Wd. w* _) w.- 8.e 314.g6, a-rid 314.g7. Specifically;,~~~~~~~~~~~~~~“t’o am~~~^“~~~i~~~~~a)(7)(l~,~.--’ .- -.,, */I . ,” 

314.96(a)(l), and 32O,if(b)(l), as w$ as, mod~~‘th~requirem~~ts’of $320121(c)’ ” 

(which refers to § 320.21(b)(l)), to require an A”M3Aappficantto submit “’ ’ ’ *- .- * I ” 

information from all BE studies, both passing and nonpassing, conducted by _ ~_ ,. 
the applicant on the same formulation of the drug product submitted for 

approval under an ANDA, amen’dlment, or supplement. 

In addition, FDA is proposing through this rulemaking to~interpret 

§ 314.94(a)(7)(") 11 as requiring that ANDA applicants ‘who submit ANDAs ‘under ._ _ i .I , ..“, 
a petition approved under § 314.93 submit informationon all bioavaiiability 

_. ,,__. 
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^ ., u_* ,.. . 

or BE studies conducted on the ‘same drug ‘product forrnu‘l~~~~~s-~~~~~~~‘d for’ 6 ,,i i ,: _‘i :. . : , ,. ” 
approval. 

FDA is also proposing to clarify through this rulemaking that it intends 

to interpret § 314.81(b)(2)( vr as re’quiring the submission of postmarketing ‘) 

in the applicant’s annual report. However, as discussed in section 1V.C of this x . . ,” . _*. \ 
document, FDA believes it would be highly unusual’that an applicant Would 

conduct a postmarketing BE study. In particular, the agency believes that an ’ 

applicant would rarely, if ever, conduct a postmarketing BE study, other than 
>‘ . i 

one required for an ANDA supplement. . . 5. I ~ ^, ,- 
l&cription ofRes@oitdents: Persons ‘and businesses, including &mail ’ 

_. 
businesses and manufacturers. _ 

Burden Estimate: Table 1 of this document provides an estimate of the 

annual reporting burden under the proposed rule. 

The proposed rule would affect establishments. that sub,mit ANDAs: FDA 

does not know the precise number of’entities, either large or small, Q-&t Will ‘.’ ,1 .,I ( _, I. ,, 
submit ANDAs in the future. In the year”2’006, 57 applicants submitted 346 

BE studies in 197 ANDAs, amendments, and supplements. FDA estimates that 

this proposed rule would result ina '10 percent increase in the number of BE c 
, ‘- “_ .’ _./ . _ . , _ 

studies submitted annually, or 35 (346 x 0.36) additional studies. This &timate ‘“” 
* ~ / 

is based on the assumptions that approximately 20 percent of aIlBE studies” 

conducted produce results that do not meet bioequivalence 1imi’ts‘~and ‘that *. ._ 

about half of these studies are conducted on formulations that ,are not _ 

submitted for approval. 

FDA estimates it would require approximately 120 hours ofstaff time to , .- 
prepare-and submit each additional complete~BE‘study”report &-id * _. .- - 
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approximately 60 hours of staff titie for each additiona BB ?GYGnG~ r&p-art. 
.,. ,I n -, ___, ._< ~, ,._ _(_,__:._, i, ,r ~ .,,.- “,.).._ x \;.^l~” ,,_, x,_ . ,I_ .,._, LI1. “i Xrl~ _“. _. _ ,.,_ ” ., ,_ ._, 

The agency believes that a complete report would be required approxitiately 
I “i 20 percent of the time, while a summary would suffi& Q@roxlmafely 80 ” ” ” 

percent of the time. Based on a weighted-average calculation using thh ._ ;. j -, I ,1 . ., .~ ‘_-A, _ _, 
information presented above, the submiss&i ‘of eatih additional BE study is 

expected to take 72 hours of staff time ([lib i b.~] + ‘i&x 0.81): .‘ 
“:L_ -- 

In table 1, FDA has estimatgd the reporting burden’associated with kadh 
- ,” ’ ‘_ __ 

s&tion of the proposed rule. FDA believes that the vast majority of additional ). 
BE studies would be reported in AND& (submitted ~n&r’$‘3i~‘.04) Giber than - 

supplements (submitted under § 314.97) because it is tililik+ that a’sponsor - .’ .’ .$ i., ,./^~._ .).,.~ I i 
will conduct BE’sttidies with a drug after the drug has been approved. _ ., ,, ,.. 
Moreover, drugs approved under an AWA prior to the effecti% date &I& 

final rule would only be required to repbrt ‘addiGKti1 BE &$tidi& &tid&Gd ’ ’ ’ _I. I 1. .( > _ 
after the effective date, which should not result in the submission of many . 
BE study reports in supplements. With respect to the reporting of additional .x “. 
BE studies in amendments (submitted under § 34&.g6); this should also account 

j. / 
for a small number of reports because most BE’sttidies would be conducted : 
on a dmg prior to the subtiission of fi&‘ANiJA tid’.would be rep0rte.d iti the 

ANDA itself. 
Table 1 .-Estimated Annual Reporting Burdkvl ., 

21 CFR Sectioti No. of Respondents Annual Frequency of 
Response 

Total Annual Re- 
sponses Hours per Response Total Hours 

314.94(a)(7) 33 1 33 72 2,376 

314.96(a)(l) 1 1 1 72 72 

314.97 1 1 1 72 72 

Total 
i . ;. ., ~I..j”““;d_- _,_ i 

. _I ,_,A*_<./ , _.ll”l.-__x. *..11,, **(,A,,. .“. ..3\ ..__ a l,-l_l.l . I.,II “. .1 ,,. 
‘There are rvs capital costs or operating atid inaintenince co& asbociated‘\;iritlifhi$ dbllecti& $f irifbim&tion. 

2,520 

In compliance with section 3507(d) of the PapeG%k Reduction Act of ‘“. 
19% (44 U.S.C. 3507(d)), the agency has submitted the inftirmation collection ., ., , 
provisions of this proposed rule to OMYB for review. Interested persons are 
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requested to send comments regarding tl&Yinfbrti&bti collection to the Office 

of Information and Regulatory-Affair’s, ‘o%@ [se6 ADbi%%SES). _” 
: 

XI. Federalism 

FDA has analyzed this proposed rule in accordance I&~~IJ the. principles 

set forth in Executive Order 13132': F&X has deterr&@d Qx& the proposed rtile ‘. ” 
’ . ., ,, 

does not contain policies that have substantial direct effects on the States, on 

the relationship between the National Government and the St&es, or on the 

distribution ,of power and responsibilities aniong the various levels of 

government. Accordingly, tKe agency~htis concluded that fhe proposed rule 

does not contain policies that have federalism implications.& defined in tlh’e . 
Executive order and, consequently, a federalism summary impact statement ts __,_ ,.)., __ .: .,; 
not required. 

XII. References “.. 

The following references have been placed on display in the Division of 

Dockets Mariagement (see ADDRESSES) and may be seen by ii-&re&ed’persotis 

between 9 a.m. and 4 p.m., Monday through Friday. 

1. Minutes, Pharmaceutical Sci&ces Advisory Comniitteb, N%%nber 16, iOO0. 
: *’ 

’ 

2. U. S. Department of Labor, Bureau of Labor Statist& Table 2d: PZvate ’ ’ 
:’ 

Industry, Health Services, Employer C&s lZHotir ‘Worked for~&iployee 

Compensation, Professional Specialty and Technical’-~‘dc~~~~i~~s~‘gir;;llr;ble’onlink: ” 

at www.bls.gov/ncs/ect/sp/ecechist.pdf. 

3. U. S. Small Business Admini&+n, Office‘of Size Standards, Table of Size . 
Standards, available online at www.~~~.gov/si~e/indexttiI2eofsize.html. 

4. Balaji, K., “Generics, The Opportunity Beckons,” as reported by Frost and 

Sullivan (mmv.fiost.com), 4 July 2dOl. 

5. Humphreys, A., “Generics: G$&ing Mtitientuti, Special Report,” M&d Ad 

News, vol. 19, p. 42,.October 2000. 



21 CFR Part 314 

Administrative practice and procedure, Confidential business information, 

Drugs, Reporting and recordkeeping~req~~rernents... ’ - ’ ‘-. ‘.^ 
” *_,_ “, )/, ;” ,,,, _. ” ..‘_. .- . _, 

s,/“,*/_\<,,.*j~‘ ,.,.. “Il._r_,““._” “..” , ” .I_ ,_~ -. ., . ,~ I ).‘. . j 

21 CFR Part 320 

Drugs, Reporting and recordkeeping requirements. 

Therefore, under the Federal’I%od; Drug;^ and Cosmetic Act and under “ 

authority delegated to the Commissioner of Food and Drugs, it is proposed . 
that 21 CFR parts 314 and 320 be amended as follows: 

1. The authority citation for 21 CFR. part -324 ‘continues to read as follows: 

Authority: 21 USC. 321; 339; ss2';~"3~'521"3E;^3,'355,.35‘5a;J56,~5'6~; 356b, 356c, 

371,374,379e. 

2. Section 314.94 is amendedbyrevising-par~~~~h’(a~~ijli) to read’as- 1 

follows: 

’ 

g314.94 Content ziiid format of a?, qbhy@ed applkatibn. 

(4 * * * 

” .^ “.* _. .-, ̂ ,,-,_ ._ “_ .._I _II., L_l..” ,, , 
(7) Rioequivalence. (i) Informatron that shows that the drug product is’ 

bioequivalent to the reference listed drug upon which the applicant relies..A’ A .^ 
complete study report must be submitted for the bioequivalence study upon / ,. 
which the applicant relies for approval. For all other bioequiValence studies 

conducted on the same drug product’formulation, the applicant must submit 

either a complete or summary report. ‘If a summary report of a bioeqtiiSaletic& : * 
study is submitted and FDA determines that there m&y be bioequivalexice .,_ ,, <.., ,I “j w,s.j.~/.r\~_l_l j %, . ,, : _;.___._ = 



.  -  _ .  
1’ .  .  

_  ‘. 
1  

_ ,  .  

2 9  
” 

. . . . . . . . , 
issues o r  concerns  w ith  th e  p roduc t,F D A  m a y  requ i re  th a t th e  app l i can t .‘I’- .* _  ’ ‘. 

submi t a  c o m p l e te  repor t o f th e  b ioequ iva lence’ studl j r  to ‘I% A ;~ o r  I 

* * * * 3 r  

3 . S e c tio n  3 1 4 .9 6  is a m e n d e d b y  a d d i n g  fou r  s e n tences  a t th e  e n d  o f 

p a r a g r a p h  (a)( l )  to  r e a d  as  fo l Io w $  ’ 

9  3 1 4 .9 6  A m e n d m e n ts tb  @ hi;~ a f@ i W & d  a b b r & i a W  ~ & p $ icai ih. 

(4  * * * 

(1)  * * * A m e n d m e n ts c o n ta in ing  b ioequ iva lence  stud ies‘m u s t c o n ta in  

repor ts o f a l l  b ioequ iva lence  stud ies  c o n d u c te d  by  th e  app l i can t o n  th e  s a m e  

d r u g  p roduc t fo rmu la tio n , un less  th e  in fo r m a tio n  h a s  prev ious ly  b e e n  

submi tte d  to  F D A  in  th e  abbrev ia te d  n e w  d r u g  app l i ca tio n . A  c o m $ e te  stu d y  
repor t  m u s t  b e  s u b m i t t e d  for  a n y  bioeqt i iGal;‘;ce s t u d y  u l jon  e $ j - w p h  ik le  ,, i .  ‘-.:. -- \  ?  

app l i can t re l ies fo r  app rova l . For  al l  o the r  b ioequ iva lence  stud ies  c o n d u c te d  _  , , .,“~  . ., “.s.“:_  ‘.“e  ,,. ̂  . ,._ .. ,, / .,,,~ .,*. ;; ._  _ ,._ ,,._ ( , I_ ,I.ij,.-,(_ i ~ ,)/ ..‘? >  -I,1 4 ”,,l..> (.,i I. ,. ,“,“.. _ j  
o n  th e  s a m e  d r u g  p roduc t fo rmu la tio n , th e  app l i can t m u s t s u b & t e i the r  a  

c o m p l e te  o r  summary  repor t. If a  summary repo r t o f a  b ioequ iva lence  stu d y  .,I>  ,” 
is submi tte d  a n d  F D A  d e te rm ines  th a t th e r e  m a y  b e  b ioeq i i i va lence issues o r  ,. _  “- ,’ 
concerns  w ith  th e  p roduc t, F D A  m a y  requ i re  th a t th e  app l i can t submi t a  _  \<  , .^ , ., : : 
c o m p l e te  repor t o f th e  b ioequ iva lence  stu d y  to  F D A . * -” ” ’ 

,- 

*  *  *  *  *  

. , ,I .I .<,  _ ,  , _  . .( . , 

A u thority:.Zl U .S .C. 3 2 1 , 3 ‘5 1 ,“3 5 ~ ; 3 !% ;'3 7 1 . ’ ” ’ 

5 . S e c tio n  3 2 0 .2 1  is a m e n d e d  by  rev is ing.Ikag ra ih  (b)( l )  to  r e a d  as  // L . 1  ‘, /-.._  
fo l lows: _  



-_ .., . (I” ,...^. ,/.. l_, - ->a \ ,., ” . _ ./__I ;“*.I:> ;, : i ,I .x,1_ ,-,‘* *** :*\e**, i .a. .-e>%,** .i. ‘%a#~ -?.i+.-s,N’.~~w* 

\ 
I,.. ,.I ..,I,,. 

30 ,. 

Requirem ents for shbths$io.h of in v&o bidtivaijabiliiy and .. 5 320.21 ,~ ,/ ,... 
bioequivalence data. 

,, ‘, ,/I 
*  *  *  *  *  

(b) * * * 

(1) Evidence demonstrating that the drug product that is the subject of the 

abbreviated new drug application is ‘bioequivalent to- the reference liste’d drug 

~(defined in § 314.3(b)). A  complete study report must be subm itted for the- 

bioequivalence study upon which the applicant relies for approval. ‘For all . 
other bioequivalence studies conducted on the same drug product formulation, 

.the applicant must subm it either a complete or sum m ary report. If a sum m ary 

report of a bioequivalence study is subm itted and FDA determ ines that there 

may be’bioequivalence issues or concerns with the product, FDA may require 

that the applicant subm it a complete report of the bioequivalence study to 

FDA; or 
* * * * * 

_. , 
. 
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